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studiei pnmarily is Japan had focuMd on ftrngsl-derived P{l,3>.|^ucans thst wen; gjvan totravenously without a clear 
undentinKiijig of tneobaDltm and with vuipiedictable outoome. Following up on reports that ^glucans functioned tlnou^ a 
primiog of leukocyte CR3 to kill tumor calls opsonized with the CR3-1xrgBt ligand iC3b, the authon have not ooty confinned 
the requirenisni for combination thwapy with oomptement-wtiviting mAb*. but have nude the importtnt discovery that the 
P-glucao could be giveaondly ra^thaa intiaveooualy, anddutcena] grain-deriv«diP(l,4>^hicuis could be eSecttvea^juvants 
with given onlly instead of the more costly and dimeult to obtain iUugal P(U)-glucans that an generally givea intnveoously. 
AHfaou^ &tvre itndies are raquind to define the meGhaoism of the oral route to cghi'&iii its requirement far teukocyte CB3, dn 
eunent studies show that onl ^l,4)-8|uoan iiom barley Is an efiecttve adjuvant for iduee diSennt mAbs hi oumat chnicwi use 
that have much less efikct on tumor growth when given UDulividual^ (i.e^ RituximAb; Herceptin, 3F8). Nevertheless, the findhig 
that tibe oral barley P-ghiean therapy requjt«s the oombimd use of a oompiment'e^vating raAb and does not work either 
-without mAb ifacn^ or «M a mAb ihst does not Mtivale complement, is a strong indication that oral bariay ^glucaa tlmctioiu 
siroilAy u i-v- fungtl p-glncan in priming leukocyte CR3. Moreover, two previoai publications have rcpoited that barley 
P'glucan could prime leukocyte CR3 in vitro far (ytot«ixicity of tumor cells opsmized with iC3b^ and diat such cytotoxicity was 
CR3-dependent. 

A few minor oonunaits are provided to enhance the clarity of presentation. 

Page A last paragraph: Barley P-glucaoa hava not been shown to activate ADCC, Barley P>gl«can* have been shown to mediate 
NK cell QG-dependent cvtotoxteiiv^ independantfy of ADCC. For example, in xv^ttas* 1 1, NK cells mcubaled whh bari^ 
^gtocan w«« shown to have an enhanced cytotoxicity of XS62 cells that was blocked by OKMl anti-CDilb, with no 
requirement (or IgG or AE>CC. RaJEnram 44 showed ^ barky ^gtucan would,Bllow killing of NK-resistaDt tumor cells, 
provided that the target cells were opscmxed with iC3b (again with no requhement for IgO or ADCC). Reference 42 has nothmg 
to do with P-glucan and should be omitted. 

Page 1 4. hut senieoce; Since these studies sJiowed that even the most effective fk-ghican leqntrad snnoltanaoiu administration 
of saAb, thai the aiflectiveness of ghwans or other agents such as wheat bian camiot be assessed ia the absence of mAb eo- 
admiolstntioiL Wbatthis inveatigaiianshawib the necessity to eo-^dmiustiitkn of niAbf^ 

of |)-ghican. It is unpoitsmto Dole that previous stndiei that looked fbr adunpentic etSscs. of p-glucan admiDiAradaa (Kdnot 
Inootpoitte co-administration of mAb as pan of the protocol. It is likely that when ^-glucans do functioD witbont co- 
adminiBfncioa of inAb, 4ieir tumor q^totoxic siiect reqiuites Ae present 
tumors with iC3b, 

Page 1 The raquirament for Abs to deposit iC3b on tumors has been shown with yeaat P-glucans given intravenoosly (49X and 
tbc leportad requirement for T cetis was shown to be die helper T cell t)mction needed Ibr generation of naturaily-occutTiag aatj- 
tDvor Abs. Thus, the tiiarapy was shown to be afliKtiva in T-cell deficient SCID or nuda mice given natHral Abs iac4atsd from 
normal mouse scmn (49). The bottom Ihie Is lltat iH P-ghicaiu (barley, fiio^ seaweed) that fimctkn m 
been shown to bind to CR3 in vitro and mediate leuko^ CR3-depeodeot oytotoxicity. 



